As all definitions of cell death are necessarily 'package deals' with the tacit assumption that the observed changes are irreversible, investigators are facing the question for how long they have to observe an indicator of a presumed, irreversible process before they may actually regard it as such. As membrane repair depends on the energy consuming task of vesicle traffic, irreversibility of loss of membrane integrity may be ascertained when cellular ATP is depleted. Although more work is required to fully understand and appreciate the mechanisms and relevance of membrane repair, the available evidence warrants a reassessment of Loss of plasma membrane integrity in itself as a bona fide criterion to define cell death.
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